prove their water-solubility and reduce the toxicityl1~5).
We report the synthesis of a new group of derivatives of these antibiotics, namely methyl esters of N-methylated polyene macrolides, further indicated as DMS derivatives.
These substances are prepared upon the treatment of an alcoholic solution of the antibiotic with dimethyl sulphate in the presence of a neutralizing agent.
Under these conditions the amino and carboxylic groups are methylated.
In the course of the reaction the aliphatic amino group forms trimethylammonium salts, and subsequently the carboxylic group is esterified. The aromatic amine, present in the molecules of some heptaenes, is also partially methylated yielding monoand dimethyl derivatives.
Optimal conditions of reaction are the following: A mixture of N,N-dimethylacetamide and methanol as solvent, temperature range of 253 5°C, 10 molar excess of dimethyl sulphate and sodium hydrogen carbonate.
The course of the reaction can be followed by thin-layer chromatography on silica gel in the solvent system, chloroform -methanol -water, (20: 10: 1, v/v In a typical synthesis, to 1 g of candicidin (E1%1cm 800 at 378 nm) dissolved in 20 ml of N,Ndimethylacetamide -methanol solvent mixture (20: 1, v/v), 1 g of sodium hydrogen carbonate and 1 ml of dimethyl sulphate were added portionwise, and the reaction mixture was stirred for 24 hours at 25°C under nitrogen in darkness. The undissolved sodium hydrogen carbonate removed by centrifugation, the methanol component was evaporated under diminished pressure, and the derivative was precipitated by the addition of 300 ml of ethyl ether. The product was dissolved in 70 ml of water-saturated butanol and the butanol layer was washed two times with 20 ml of water and concentrated under diminished pressure. Precipitation with ethyl ether followed by washing with ethyl ether and hexane and drying in vacuum yielded 0.8 g of crude derivative (E1%1cm 830 at 378 nm). The derivative was further purified by means of counter-current distribution using the solvent system chloroform -methanol - The concentration of the substance causing 50% release of hemoglobin from human erythrocytes (1 ml in 250 ml of isotonic NaCl solution) determined photometrically at A 550 nm.
